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Anetoderma is a benign condition characterized by round or oval macular lesions with focal loss of dermal elastic tissue resulting in localized areas of flaccid or herniated saclike skin. Often, the anetoderma is associated with immuno-mediated pathogenetic mechanism. In this article, we describe the association between anetoderma and autoimmune diseases, by underlining the role and the action of macrophages as a possible etiopathogenesis.
Anetoderma is a benign condition characterized by round or oval macular lesions with focal loss of dermal elastic tissue resulting in localized areas of flaccid or herniated sac-like skin (1) . In literature, a primary and secondary anetoderma are described.
Primary anetoderma is an idiopathic manifestation while secondary anetoderma is related to various conditions. The term primary anetoderma implies that the lesions occur in clinically normal skin although there could be an association with other dermatological or systemic diseases or conditions, without a well-established relationship. In the secondary anetoderma the lesion occurs on the same site as another skin lesion (2) .
We report our experience of two women affected by primary anetoderma. The first 54-year-old patient, affected by myasthenia gravis, antiphospholipid antibody positivity and autoimmune hemolytic anemia, was referred to our department for the presence ofpink papules, which were soft to the touch, less than 2 em in diameter, localized in the spine and limbs ( Fig. lA) . These lesions had appeared about 10 years before the diagnosis of myasthenia gravis had been made at the age of 20 years, the diagnosis of autoimmune hemolytic anemia was made at the age of 37 and the antiphospholipid antibody presence had been found 5 years previously.
A skin biopsy on the upper arm was performed, showing loss of normal elastic tissue throughout the papillary and upper reticular dermis that allows the skin to bulge (Fig. IB) . The ultrastructural examination of the dermis showed abnormal elastic fibers characterized by heterogeneous low density of the amorphous substance. Macrophages were seen at the edge ofthe fragmented elastic fibers (Fig. 2) .
The second patient is a 65-year Italian old woman suffering from multiple sclerosis for 15 years, observed by us for a pink papule, soft to the touch, localized on the torso. Histopathologic examination revealed loss of normal elastic tissue throughout the papillary and upper reticular dermis that allows the skin to bulge.
The anetoderma is a rare skin pathology caused by elastic fiber degeneration in the dermis. Probably, macrophage phagocytosis is the main player. In fact, analysis with tannic acid and nitrophenol showed the presence of elastic fibers within macrophages (3) (4) . However, the etiology is still unknown. Possible explanations for elastolysis include a defective elastin synthesis , uncontrolled production of elastolytic enzymes, elastophagocytosis, or loss of elastolytic enzyme inhibitors . Inflammatory cells (macrophages and ncutrophils) are the most important producers of elastolytic enzymes and they are stimulated by different factors, such as the deposition ofautoimmune complex and infections (3, 5) .
Often primary .anetoderma is associated with an immune mechanism. In this article, we firstly describe the association between anetoderma, myasthenia gravis and the simultaneous presence of antiphospholipid antibodies and autoimmune hemolytic anemia; the second case describes an association between anetoderma and multiple sclerosis.
The associatron with the presence of antiphospholipid antibodies, in absence of clinical symptomatology, has been thoroughly described in the literature and anetoderma has been considered as a clinical manifestation of these antibodies (6) .
With regard to the association among myasthenia gravis, autoimmune hemolytic anemia and anetoderma, there are no reports in literature, to the best of our knowledge, while multiple sclerosis was described associated to one case of anetoderma already in 1933 (7) .
To understand the link between anetoderma and autoimmune diseases, further studies are needed, probably through a better focus on the role of macrophages. From our point of view and the aforementioned literature, anetoderma should be considered as a cutaneous sign of autoimmune disorders, therefore patients with these skin lesions should be examined and carefully tested for autoimmune diseases.
